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Added Disclosures…

• In the spirit of oncology debates, this presentation will involve:

– Character assassination

– Ad Hominem attacks

– Questionable pop culture references to the 80s/90s



My Opponent – Dr. Jonathan Spicer



Approach to immunotherapy in 

resectable NSCLC

• Multiple rapidly evolving strategies involving resection

– Neoadjuvant (CM816)

– Perioperative (KN671, IMpower030)

– Adjuvant (IMpower010, PEARLS)

• Alternatives for borderline resectable pts

– ChemoRT + immunotherapy (PACIFIC)

• Alternatives for EGFR/ALK

– ChemoRT then Osimertinib (LAURA)

– Adjuvant TKI (ADAURA, ALINA)



Key considerations

• Upfront resectability

• Stage II vs Stage III

– Stage II: node +ve vs node –ve

– Stage III: single station N2 vs multi-station

• Tumor PDL1 status

• Tumor genomics 



CM816 Design

Spicer et al., ASCO Annual Meeting, 2021



CM816 Benefit

Spicer et al., ASCO Annual Meeting, 2024



CM816 PFS in Key Subgroups

Forde et al., N Engl J Med, 2022

PDL1<1%Stage IB-II



CM816 OS Trend

Spicer et al., ASCO Annual Meeting, 2024



CM816 Subsequent Therapy

Spicer et al., ASCO Annual Meeting, 2024



CM816 Surgical Resection

Spicer et al., ASCO Annual Meeting, 2024

256 surgeries 

but 358 pts?





Mysterious patient disappearances…

• Could the study have miscounted?

– Unlikely

• Could Dr. Spicer have intentionally ignored these patients in 

his presentation?

– Impossible!

• Where could 1-in-5 patients have gone?

– Seemingly paranormal phenomenon…



To find the missing patients, 

you must go where 

surgeons fear to tread…



CM816 

Supplementary 

Data



CM816 – approximately 1-in-5 patients 

do not make it to the OR 

Forde et al., N Engl J Med, 2022



What Proportion of Patients Underwent 

Surgery in Neo-Adjuvant Trials?

Trial No. of pts* No Surgery %

I-0139 202 164 81%

NATCH 199 181 91%

LU-22 258 230 89%

ChEST 129 112 87%

S9900 190 152 80%

DePierre 179 167 93%

Total 1157 1006 87%

*In the neo-adjuvant arm Slide courtesy of Dr. Shepherd



What Proportion of Patients Underwent 

Surgery in Neo-Adjuvant IO Trials?

Trial No. of pts No Surgery %

Keynote 671 

Pembro
397 325 82%

Keynote 671 

Placebo
400 317 79%

CM816 CT 179 134 75%

CM816                

Nivo-CT
179 148 83%

Total 1247 1003 80%

Slide courtesy of Dr. Shepherd









Neoadjuvant Chemo-Immunotherapy in 

Stage II NSCLC

• 1-in-5 patients do not make it to the OR

• Benefit of immunotherapy in stage II patients is modest

• No randomized data in resected NSCLC comparing 

neoadjuvant vs adjuvant vs perioperative approach

– Comparison to melanoma in stage II NSCLC not appropriate

• Adjuvant chemo-immunotherapy represents a compelling 

alternative



IMpower010



IMpower010 PDL1>1%

Wakelee et al., ASCO Annual Meeting 2024



IMpower010 PDL1>50%

Wakelee et al., ASCO Annual Meeting 2024



PEARLS/KN091
All PDL1 PDL1>50%

O’Brien et al., Lancet Oncol., 2022



Adjuvant Chemo-immunotherapy in 

stage II NSCLC

• All patients undergo surgery including subsets less likely to 

benefit from immunotherapy

– Reduced likelihood of delays due to toxicity or logistics as well

• Clear DFS benefit and increasing evidence of OS benefit

• No data suggesting neoadjuvant or perioperative approaches 

superior

– Randomized studies desperately needed

• All patients achieve a CR with surgery



Conclusion
_________________________________________________________________



Take-home points

• 1-in-5 patients do not make it to the OR with 

neoadjuvant chemoimmunotherapy

• Clear DFS benefit and increasing evidence of OS 

benefit with adjuvant chemoimmunotherapy

• No randomized data in stage II NSCLC comparing 

neoadjuvant vs adjuvant vs perioperative approach

• Randomized studies desperately needed in resectable 

NSCLC




